Endothelin receptors that modulate contraction of the rat fundus.
The present study aimed to characterize endothelin (ET) receptors mediating the effects of ET-1 in the rat fundic strip. Functional studies demonstrated that ET-1 and the ETB receptor-selective agonist sarafotoxin S6c elicit contraction of the rat fundic strip via high-affinity ETB receptors. Contraction was potentiated by the ETA receptor antagonist BQ 123 (10 microM) and the mixed antagonist bosentan (10 microM), suggesting that ET-1 also activates ETA and ETB receptors that inhibit contraction. This ET-1-mediated inhibition of contraction was blocked by an inhibitor of Ca(2+)-activated K+ channels, apamin (50 microM). Competitive binding studies revealed the presence of one BQ 123-sensitive and two BQ 123-insensitive binding sites that showed different affinity for ET-3 in the pM and nM range, respectively. These observations demonstrate the presence of multiple receptors in the rat fundus and suggest that smooth muscle contraction is counteracted by activation of Ca(2+)-activated K+ channels by ET-1.